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ABSTRACT : PROBLEM TO BE SOLVED: To obtain a new compound having an analgesic action, an 
inhibiting action against a synthesized enzyme of nitrogen monoxide and is useful for 
relaxation of postoperative pain, hemicrania, gout, etc., and curing or preventing of 
ichorrhemia, endotoxin shock, chronic itieumatism, etc. 

SOLUTION: This cartx>xamide derivative is a compound expressed by formula I 
{R^ is a lower alkyi; (n) is 2 or 3; A is a single bond or the like when (n) is 2 
and a benzene ring or the like when (n) is 3}, preferably, N,N'-bis{5-(n)- 
butylpyrazoro[1 ,5-(a)]pyrimidin-7-yl}-1 ,4-benzene dicarboxamide or the like. The 
compound of formula I is obtained by reacting a compound of formula II {e.g. 
7-amino-5-(n)-butylpyrazoro[1 ,5-(a)]pyrimidine} with a compound of fomiula III (X is a 
halogen) (e.g. terephthaloyi chloride) in a solvent such as dichloromethane in the 
presence of a deoxidizer such as pyridine, preferably at from a room temperature to a 
refluxing temperature for about 0.5-20 hrs. 

COPYRIGHT: (C)1999,JPO 



BNSDOCID: <JP__4na9a878A_AJ_> 



THIS PA6E BLANK (Msm) 



• t 



09) B^BW^HF/f (JP) 



(12) ^ 



(A) iumnmwiummn 

1-292879 

(43)4iffle ^«ll#(19M)10fl26H 



(5l)IntCl.« 

C 0 7 D 487/04 
// A 6 1 K 31/505 



14 2 
AAH 
ABG 
ADZ 
AED 



F I 

C 0 7 D 487/04 
A6 IK 31/505 



14 2 
AAH 
ABG 
ADZ 
AED 



(21)ffllB»# 


WHTlO-95945 


(71)lHaA 


000149435 


(22)aiffiB 








¥*ftlO¥ (1998)4^8 0 










(72)ISQ9# 










9 






(72)5S?3« 










e^»«nrmiBrii^^£«^i88Si& 








X5*>f ^' >3SttSD - 10 






(72)f&g9« 


fi# VIS 








«©mwpim«rwH'y5^?maii46 






(74)f^A 


#a± mr mil 



(54) BeW©!^*] >!7;Pj|?=1=U-5 Pl^^ft: 



(57) 




(1) 



BNSOOCID: <JP__411292879A__J_> 



(2) 



«$Ba^l 1-292879 



r! ^ 

if 



(1) 



n 



uym. ^y-^ymttziii-y^^^y^'^'^^^ 



[ifi*Ji5i Ai)^tmr)\^^i^y^tfcii^ytymx' 

[1. 5-a] trU £5^V-7->f/W) - 1. 4-^>' 
r-f-zUf^yo [1. 5 -a] 7 -^/U) 

[000 1 1 
[00021 

[0003] 

[^1:2 3 




(1) 



Ky^ymttzM-^y^^y^^^-^^- nA>"3iot 

-<.y^ymttz\i'i-y9\yymyr^-t> > "C'^^^^ 

ffiflBAtl. n*i2<0fc^, fS^T/l.:5fU->«. 
r<.y^ymMt^y^\-' yMXh 0 . n 3 ^ . 

[0 0 04 3 nA'20i:*, Alita^T/P^^^^St/:: 
(4 N, N' -t'X (5-n-7f-;H^^'/a [1. 5 

-a] i^'J si/y- 7-^^^) - 1. 4-'<y-b'yi-'^ 

FJ3±t/N. W - t'X ( 5 - n -^f-zt^t" 
7Vo[l, 5-a] t'J 5>''>-7-^;l') '^^•^>' 

[ 0 0 0 5 3 i/^. 2^^0flll:^!t*)(l) ti. l^^S-K-ft 
(00063 

-f^iV tert- '^y^A', A.ir^'/l^*^^^ 

y. X^l^y. x^'Jt>'. hO:<^l^y^ ;^f-/V-xf- 
i.y 7^h7^^w-v, ^y^^^i^^- ^^^"^^^^ 
ysi|i0K«^*^ 1 ~ 6 <^it«* tziii^mM(r)imr 

K^X ni}<2X\ A^^m&^Xh^t^tli. 2-y(ni} 
tV^^^^ S ( - H N C O - ) 4'<^*^^Jl->-^l'**' 

[0007] *^HBco;<?/^i<^■^^ HfS?Sf*(l) ^ft^* 
011^^1. 2tC*^. ^mzi6\^X. Mei^^f-.'i-a. 
Etlix^AS- n-P rlin-raf/Uffi. n-Bu 
(in-y^/WS- n-PeJin-^y^/WS. n-Hx 



(3) 



1 1-292879 



[0008] 

r! 0 



n 



R 


■In 


A 


R 


' n 


A 


i Mr 


o 




E t 


2 




Me 


2 




Et 


2 




jMe 


2 




- Et 


2 




1 Me 


2 




Et 


2 




j Me 


2 




Et 


2 




1 Me 


3 

— 




Et 


3 




L-H 


2 






2 


-CH,- 


o-Hj 


2 






2 


CH3 
1 

-CH-CHj- 


i-Hi 


2 




j-Bb 


2 - 




i-Hj 


2 




-Be 






-Hi 


2 




-Bu 


2 


126 


-H« 


3 


-0 . 


-Bt| 


3. 





[00093 
[«21 



BNSOOCID: •eJP___41 129a878A^J_» 



(4.) 



l^mW- 11-292879 



R' 


n 


A 




n 


A 


i-Pr 


2 




i-Pe 


2 




»-Pr 


2 




i-Pe 


2 




B-Pr 


2 


-(CHj)4- 


i-Pe 


2 


-(CH,)^- 


«-Pr 


2 




n — V a 

I) r e 






i-Pr 


2 




n-Pe 


2 




»-Pf 


3 




D-Pe 


3 




i-Bu 


2 


-(CHs)2- 


D-Bu 


2 


i 

— H 


a-B« 


2 


-(CH2)a- 


D-Bu 


2 




i-B« 


2 






2 




i-B« 


2 




n-Bi 


I 2 




B-Bl 


1 2 




B-B 


u 3 




D-B 


» 3 




Q-B 


tt 3 





[0010] ^^^m<Dit-^mW ti, mTOi 3=5rKt5 



<2) 



0 

il 

(3) 




(1) 



[00 1 1 J -t^ij-h. :^^mit^w i±. -ft^iu 

xh7fcKa77>' (THF) , 1, A-i^:^^^ 

^yp^r hy, r-b N 7 X / >-#<7>^r h >'5i : i^;? o 
^J'y. ^DD^I^yu-A, HJa^LKS, l, 2-i^'^anx 

[ 0 0 1 2 J . mimimt vxa , mut h 'j x 

■f-yPTSV-, N. N-^-'X-f-zl^T— N-^^>U^ 
3*5r S .'kig'ft::^ hWOJ^. ymit:f} 'J '>a^^^o 

^it^m2) i,zn^hw^xiyyitm-i) iixx/mw?\ 

n^x. m^^^a-yyitm^) iii-'^T^m&nfS.x' 

micAim:i&^^ ^ Lm^isM(ommf^<n^m^f¥X'if^Q . 

[00131 iMKmf^zx-^xnhixfiumt^mt. 
mn<r>^m.^mzii *)^^i<zmmm-th ^ttiix't 

ti, mMm\,zfi^m^tihfmmut'th:itii^x^ . z 
iu^<7)t^t:^WMiz^^$ix7^ , ±Bmmat&i:mf&,-r 
^mt txii. mumm. mnykmrn. mmcnmm 
m, i-^'ym. y-^nm. -7\^-iym. m^m. ^'x^ 
wt, p-h/\^juyxji'n-^ymmcr>mmmi>mf(>ti^. 
mna^mmit . nrnzm-yxn ozt i^x-^ & , 
[00 14] :^^mit^mii. zixi:^mizm-^ 

X . mx.iii- h V ii 0 A«^<ot;P;& 'J 

^(:>lzmimz-t^Zti}^X'^ . 3^t^,c7)igt,2|s: 

^mz-^^^ixi.. ^^BMit^mn) li. zix.?:mm^ 

tLxm.m^ixh. iimmmii^tLxii. mii<7)mm 
mmizmtxm.'^mm^ti^^mm, mmm. u^m, 

mmti^mf^ix. ■ziximi:>ii^mi(r>^^M^immi>z 
mtxmsMtRmm^tih, 
[0015] :^^mit-^(i) i}^^m^ri6^mm(o 
tk^^mBmt Lxit. ^mcr>mmm^msmzmtx 

mim mm. mmm) . mmmtrnf^^ixh. 
[0016] mm<mmizm&rti>izmLxii. ±sm 



5 ) mnW- 1 1 - 292879 

om. /^S. "r'yyy^ mWi//fi->'yj.^, ^-^Uy. m 

x:J'y-yu, ra/w— i\i-ya-yy\ ^t'-j^^ 
Wi. "fyv'ym.. -if^^ymm, /jfUjf.^i'A^/i-tii' 
a— X, b Kndfi'Tot/Hr/L D— ^f-/t--b;Ua 

KijiVi^^h.^ j&gMjgb KQ^v•rot^■/^•fe/^c7— 
x, 9aj^-r>7'y, T;^^>'®S-^^ 'J'^A, ^y^y 

A^cOfti^Sffl : ^Vyr^i^:r.^Uyy>l \=:^ ymnm:r. 

><^-. Aimmmm^cr>mmmmi : s?4^ri^tJX'> 

[00171 $^>tc«lPM^gMltC|6tTjl?K'c0SiJ^^Sfe 

y <iVJ:.n-^^y^mi\^h\^\tZMM. ^mmtf 

^zti}<x'ti>. Ammmizf&m^iizmLxii. m 

[00181 m\(r>mmizmMi-hizmtxii. mmts. 
wtLxm7jS7iio:!^^uyr>jzi-,i , ^/7yrm. s 

^nf}r-^ivmf.z%mLxmm^ixh, 
[00191 mA. ^m. wmm(rymmt i.xmm 
■th^-k. zi\hmmt:ixi)--:>m.tm^x'h^<r>i}i 
jfSLiv mm\<r)mmicz^.hxi±. ^mmbLxmL 

:t^>'it^ VXT-T*))VT)Va—)l-^ ,+:';:t^S/Xf-^ 
^y/Wb'^J' ^HiflSg^xxx/l-M^A^fl&ffl^lg-CS)!. « =3: 

[00201 ^-7> h > u - A . yn'm<7^wmmfrm 



8NSOCX^O:<JP 4ii7»9A7nA .i > 



(6) 



Iffel^l 1 - 29287 9 



(00211 ±iimMwmmrkWAiimzmmi)<^^ 

0S^cOOS^ft*«f*:filkg^^cO*«jO. 5-2 Cm 
[00 221 

mmmi 



[N. N' -fc'X ( S-n-r^^Uf ^'/n [1,5- 

/WA 5 m uzmm I . Ja^l:^.i---'»' l - 4 3 g ilX 
N-i^'X^/V-H-wWi^TSFO. 2 2g«:Dax-Si£ 

7 ^ u ^ /W^ i^'^J' a D ^ ^ >- 1 0 m L *3 il/ 1: >J j^'y 1 
OmLt;:iglilt, ^<l{C*?feT7-r5-/-5-n-y 
f-;Pt"7V-a [ 1 . 5-a] t-'J ii^yi . 90gSrJP 

/ 0 r-C' 1 B^ra > ^t'M?a-C' 1 5 H#^jst* vfc . r 

Si^h^bL-C. @6<){l:^!fS)^ISB^Bl._3 8s«r#/::. 
[002 31 ^SfiCT2~6 

[00241 
[^31 








n 






1 


n-B u 


2 




2 3 4—236 


2 


n-B u 


2 




2 14-210 
^ p P il^^Wij. - n >' 


3 


n-Bu 


2 


-(CH,)4- 


1 9 5-- 1 9 7 
^ p o4^/l^A- n 


4 


n — B u 


2 




1 4 2*^ 1 4 4 


5 


n-B u 


2 




2 6 8-^2 6 0 
^ 12 n Thi'^i^- n --^^l^ ^ 


6 


n-B u 


3 




2 6 6'^2 6 8 



(00251 ?f ii,tT./c«-<k^!B!<7)NMRjffl^»^WT 



iH-NMR (CDC I3 ) -.0.99 (6H. t. J=7.4). 



(7) 



nmW- 1 1-292879 



1.4-1.5 (4H. b). 1.7-1.9 <4H. oi), 2.89 <4H. t, J= 
7.9). 6.62 (2H. d. J=2.5). 7.77 (2H. s). S.06 (211. 
d. J=2.5), 8.2-8.3 (4H, m). 10.14 (2H, brs) 

'H-NMR (CDC ) a :0.9S (6H. t. J=7.4). 
1.4-1.5 (4H. m), 1.7-1.9 (4H. m). 2.89 (4H. t. J= 
7.7), 6.63 (2H. d, J=2.5). 7.63 (2H. s). 8.10 (2H. 
d. J=2.5). 11.04 (2H. brs) 
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J=2.2), 7.60 (2H, s). 7.99 (2H. d, J=2.2). 9.26 (2 

H, brs) 

> H-NMR (CDC I3 ) S :0.99 (6H. t, J=7.4). 

1.4- 1.5 (4H. m). 1.7-1.9 (4H, ■). 2.89 (4H, t, J= 
7.9). 6.61 (2H, d. J=2.5), 7.79 (2H. s). 7.81 (IH. 
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[00 2 7] - mmm5<r>it-^ 

1 H-NMR (CDC 1 3 ) 3 : 0.99 (6H. t, J=7.3). 

I. 4-1.6 (4H, m). 1.7-1.9 (4H, m), 2.90 (4H. t, J= 
7.9), 6.€Q (2H, d, J=2.5). 7.81 (2H. s). 8.09 (2H. 

d. J=2.5), 8.1-8.3 (4H, m). 8.61 (2H. s). 10.22 
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'H-NMR (CDCI3 ) ^:0.99 (9H, t. J=7.3). 
1. 4-1.5 (OH, ni), 1.7-1.9 (6H. m) , 2.89 (6H, t, J= 
7.8), 6.60 (3H, d. .1=2.4). 7.77 (3H, s), 8.04 (3H, 
d. J=2.4). 8.94 <3H. s) . 10.27 (3H. brs) 

[0028] tmm 1 

S. D. Mtt7 y h<7.nSP7E«rfflu. t-f^^ ■/ \- 

-nA?±S?) 2rfflV>T . yyy-Jl^ • -fe'J y (Rand 
all.L.O. and Sell itto. J.J. . Arch. Int. Riarmcody 
n.. 111.409 (1957) )izmtXm^Lfc. #^>#l^clla- 

■fix 1 0 m L/'k S#:M<7)SIJ^ ( WSftj^S^^-fS^i : 1 m 
?K ( 2 5 n g/O . 1 m L) . #7 •>/ h0.tf^^5g 

[ 0 0 2 9 1 -9-y;7.^'>^x Pmt^om^f^^ik 

Lxm^L. ziti rf^j tLt^, ^^commtnm 
tij>i>. mmmmmm (%) sr. i^^t^^-^xmaiL 

(ifci ] 



XIOO 



[0030] ^<r>m^ (m.±<^mtm) ^T^tcs^^. 

[^4 ] 









No. 


(%) 




1 


72. 8 


6 0 


2 


2 1. 5 


6 0 


3 


7 1, 5 


6 0 


4 


2 7.2 


6 0 


6 


23- 4 


6 0 



[0031] 



BNSOOCID: <J P 



4I1292S78A J > 



THIS PAGE BLANK wPrei 



